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Abstract (Basic) : WO 200069448 Al 

NOVELTY - Treating a patient suffering from a brain or 
spinal cord 

injury or neurodegenerative disease, comprising intravascular 
administration or transplantation of cultured bone marrow 
cells into 

the brain or spinal cord and generating neurons in the brain, 
is new. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also 
included for the 
following: 

(1) activating the differentiation of neural cells in an 

injured 

brain or spinal cord comprising transplanting bone marrow 

cells 

adjacent to the injured brain cells, and activating the 
endogenous 

central nervous system stem cells to differentiate into 
neurons ; 

(2) treating injured brain or spinal cord cells, 
comprising 

transplanting cultured bone marrow cells near the injured 
brain cells, 

and generating new neurons at the location of transplantation 
or of 

intravascular injection of the cells; and 

(3) transplanting injured brain or spinal cord by 
injecting or 

transplanting a composite of mesenchymal stem cells (MSC) and 
neurospheres . 

ACTIVITY - Neuroprotective; nootropic; cerebroprotective . 
Rats were subjected to middle cerebral artery occlusion 
for 2 hours 

using the intraluminal occlusion model . Experimental groups 
included 

MCAo alone without mesenchymal stem cells (MSC) 
transplantation, and 

injection of phosphate buffered saline, non- nerve growth 
factor (NGF) 

cultured bone marrow MSCs and NGF cultured MSCs, respectively 
into the 

ischemic boundary zone at 24 hours after MCAo. Significant 
recovery of 

somatosensory behavior was detected in animals transplanted 
with MSCs 

compared with MCAo alone animals. Animals that received MSCs 
cultured 

with NGF displayed significant recovery in motor, 
somatosensory and 

neurological severity score (NSS) behavioral tests at 2 weeks 
post- transplantation with NGF, compared with transplantation 

of MSCs 

alone . 

MECHANISM OF ACTION - None given. 



USE - For treating brain or spinal cord injuries and 
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ioctadecy) -6, 6* -v^ ( 4 - :^/^5J^ >^ ^ ^/^) -3, 3, 3* . 

3' — r K:*/V2}?i/r::^v (D i 1) T*M^ittL.. ^l^X^P^y 

iy hm^(D'Wm^mB^^. 3, 3' -i^:t^^7'->/\^:t^'^:^/U:^^i^T:=^l^^ 
\ /V^uU—Y (D i O) i^^X^/^fz,\±Zfn^y':^^iy^Vi^> (BrdU) 

wjian. miSJcjsii (IBS) -id^iixm^mm oas. ^s) ^»^6«3Jc^v 

C::!^ — n;^7a:r^^i-o CCOMSC (D i 0*3J:T/B r d UlC J:oT(^5^$ 

(GFAP) : S6?§^#»]^«BJiao'^-;«7-t»fcS. y v 

>'^'i5^^ (MBP) ; :jBi:U^^^S^^^ — ^>'^CoV^rcO•7— Tfe^. — 

n:^#^6<ji5'7;^ I I I >' (Tu J 1) . a 
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P-2) o 

5. m^U^ (csF) fi. t^^^<oi&«bJ:i9fitLfc. NMc;^:7a:r^Ji^^-r^ 

[0 0 4 0] 

( N M c >^ >^ r -t?o5if^*D X ifm^m<o!^M) 

(MCAo) 

y^^^-Cigftb^Cp MCAo^2 4^F^'e. ^ h^/>n:J'>--C^^L. ^ LT 

:S'g^{*:NMs;j^>'iiirSf. (n = 4) o rtu^oi&i^^. 5£fi:S^B 

(Model 5160 3. Stoelting Co., Wood Dale 

, I L) h L'tCo 5m\(DPBS^2 om<D:^':^:x.T iO. 2mm^ 

m(OmM) ':fl^^^KM\^XmmLM=-2, 5 mm. VD=4. 5mm*3j: 
U5AP = 0mmCO;&j^^(C, *5j:t;^LM=2. 5mm. VD = 2 mm*D,tU^A P 
= 0mm«O:&^KlC. Hami 1 t o n ^ V'v^lC J:o TSilClCfitt bfCp r<D 
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fco ^*t^^ #^5 9 (W810. Ethicon) S^lCgBB L> ^fS^O^i 
[004 1] 

w«ffir^«« (TBI) ) 

y;^=3-Cit^UfCo TB I ^4 0 giC. ^ !y h (n = 4) ^> -^^KS^b^^ (c h 
loride hydrate) T**^L. ^ LT^tfi^s^ilCgBS »:V^T^ 
3feJ-aiS^-fr:fc®«<^KW^'fr^p 2 0UL<OPBStf(Dl 5C0PaiiLifciii'&N 
MC;^:7;iiT (0. 2 5mmE^) ^^t?. :^yP>^iy':f (0. Smmli:^) ^ 

[0 0 4 2] 
[0 04 3] 

— ^5<:#ftl*Sflair. S-y/l^yt^^yyi^/l^ (5-FU. 15 0mg/k g) "CO 
^t^Wi s t e r 73/ h<?5^5n.fi^4 8^ra-eai#L. ^ I.X 1 0%J^fPi^->lkm 
(FBS) *5j:T7^^jia!a^ (1 OOng/ml) Srffl^ L/c-< V (I s o 
cove) &^^/W--<3/=»J§ife (IMDM) ^-Cig^LfCo 3|^«fl4MSC^. # 
g^:g:S^ (NGF. 2 0 0ng/ml) . Ji5^5l5#S^*H^ (BDNF. 1 
OOng/ml) ;feJ:U^±^tiMS^ (EGF. 2 0ng/ml) ^^tpffP?'.^ 
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I MDMtf^-Ci§#bfCo ::^:=.-'U:ym (NeuN) . ^^/MS^g-^^ W-?^ S 

-2 (MAP- 2) :tsxxm&BmWimjsm^>'^<^n (gfap) ic^-r-sst 

[0 0 4 4] 

— o^-NeuN ()^1%> glla) ^JctU^Mt^t^fff&G F A P 3 
%. lill b) ^m^-t^^t^T^-ro L;O^L. #S^«iimH^ (^^J;^(^. NG 
F) -e^iabfcMSGf*. ^^-nVNeuN (*«J3%. Ml c) *3<tU^M<^«B 
flSGFAP (/^3 0%, Igj 1 d) ^^a-rSo 
[0 0 4 5] 

(BrdU. 3Fg/ml) (rttfl. ^S«BB&li:Sl 
tJaZi^tb. •=E:L-Cfrb<?l^^^tLfcDNA^I^^f ^) ^«7 2^^^t;i:^ 
^{C^Ufeo 3' 3-i^r^y^>i^i^> (DAB. life) 

B r dV\CMT^Sim^^^Xm&^^o B r d U-CSa^tvfcMS Cc^Sii. 
^ VVf h n-CJS«^ 9 0 %'Cfe6o 
[0 0 4 6] 
(#«) 

r<^57^-i5^Ji. :©«fiK«:#«jttBia (#(C. (MSG) ) ;5S. l^lk. 

[0 0 4 7] 

#iett#M*fflia«:> jESr7 5' h^JcjoV^-Ci/y ric/£l9 (Az i z i 19 

9 8) . ^vxMCAo^<ommmM:i^xxfmmw^^6^it^{S:mi-^. ^ii^ 
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— *5J:t^"^^;^^ (^Jx.{^. BrdU. CD 3 4. PCNA) $r 

zr-nVjjsffllS (MAP-2. NeuN) ^mM:fc*«tt/i/ ^ TJ^IS (GFAP) ^ 

mMl-^>fbi--5<t 5<-K^$tv-6o »r]!i>'<^#«l*:rcJl5:S(*i«H^ (s t r om 

a humoral facto 
[0 0 4 81 

^m. iBimmmx^mri-^. sEtt-^hD^;^<^««-c*)S (Gag 

e 1 9 9 8) o IE^fife^*:Jig^::*3V^T. m^='^ — ^:^M±(D^^tEn, M^^^ 

mm ^^<Dnmi^(Dm^:i^^xj^/'^ft^^^^Rfsk'i'^o je«vz/svz 
mmmm (radiai guide fiber) ^^vrmmsi^it^A-r^ 

. ^LT^^^'t^^v^ffl^i^S J;9/.^je^ofF^i4^^^$iW-f ^ (Rak i c 

1 9 7 2) « i»m)i:^xv^vz/svz^<Dm^6^^\^s ^m^^tcmmt^ 

b<0^—^\^. ^mm^s *fLV^J=^:x-^>'§^?g^b#Si:V^■^«^ (Gage 
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1 9 9 8) t—^^^o 
[0 0 4 9] 

[0 0 5 01 
[00 5 1] 

[0 0 5 2 J 
[0 0 5 3] 

[0 0 5 4] 
[0 0 5 5] 
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